Figure S2 (related to Figures 3,4). L12(12/15)-LO or h15-LO-1 Expression in Macrophages and
Representive IgG isotype control staining was shown in the lower part of each panel. Scale bar, 24 µm. The incision-wounded skin was collected from C57BL6 mice at 3 days post-wounding. The surgery discarded skin specimens were from wound edges of non-diabetic humans. Representative results are shown (n = 6 for mice, and n = 3 for humans). We observed h15-LO-1-expressing macrophages and neutrophils in skin wound specimens of non-diabetic patients, although etiology and the source of wounds is different from patient to patient (Supplemental Table S1 ). This indicated or suggested the existence and potential role of h15-LO-1 expressing leukocytes in 14S/R,22-diHDHA biosynthesis in wounds of various conditions ( Fig. S2C-D) . These data provided the preliminary observation, consistent with 14S,22-diHDHA biosynthesis by human monocytes and neutrophils (Fig. 4) . Many more studies need to be conducted on a large number of human wounds ( or a large sampling population), especially human diabetic wounds, to understand the effects on h15-LO-1 expressing leukocytes and 14S/R-diHDHA production from wound etiology, conditions (chronic or acute, size), diabetes, medication, smoking, race, age, and gender. ) were incubated in 3 µM DHA in human plasma, then stimulated as in Figure 1 . The incubations were analyzed using aR chiral LC-UV-MS. Results are mean ± SEM (n = 3), * p < 0.05, ** p < 0.01, versus neutrophils. Figure 7) . Putative Pathways for Biosynthesis of 14S,22-diHDHA (Maresin-L1) and 14R,22-diHDHA (Maresin-L2) from DHA with 22-HDHA as the Intermediate. 22-HDHA is firstly generated by monocytes, macrophages, neutrophils, or platelets from DHA via P450. It is then converted to 14S,22-diHDHA (maresin-L1) via 14S-hydroxylation initiated by P12-LO, h15-LO-1, L12-LO (12/15-LO), or P450. It is also converted to 14R,22-diHDHA (maresin-L2) via 14R-hydroxylation catalyzed by P450. Figure S2 .
Figure S4 (related to

SUPPLEMENTAL TABLE
SUPPLEMENTAL EXPERIMENTAL PROCEDURES
Stimulation of leukocytes with TNF- and IL-1 simulates select conditions of skin wounds, while LPS treatment partially mimics infection potential in skin wound healing, especially diabetesimpaired wound healing (Gronert et al., 1999; Medina et al., 2005; Zgonis and Roukis, 2005) . Additionally the stimulation with TNF-, IL-1, and LPS can also induce phospholipase A 2 , which releases DHA for docosanoid generation. It also induces L12-LO (Gronert et al., 1999) . This is related to the section of "EXPERIMENTAL PROCEDURES". C, 12 h), one against 12/15-LO, and the other against macrophages or neutrophils; and then two compatible secondary antibodies. The primary antibody against 12-LO and 15-LO (host: rabbit; 1:50 dilution; Santa Cruz Biotech) detected L12-LO in mouse leukocytes (macrophages and neutrophils) and h15-LO in human leukocytes. The primary antibody against macrophages was rat IgG (dilution 1:50; Santa Cruz Biotech) against F4/80 of mouse macrophages or mouse IgG (dilution 1:50; Santa Cruz Biotech) against CD68 of human macrophages. The primary antibody against human or mouse neutrophils was Neutrophil 7/4 (Abcam, Boston, MA; host: rat; 1:100 dilution). The secondary antibodies (host, donkey) included by anti-rabbit, AlexaFluor488; anti-mouse, Alexa Fluor555, and anti-rat, AlexaFluor568. We also conducted IgG isotype control for each antibody. Nuclei were stained with DAPI to be fluorescent blue. Slides were imaged by Zeiss 510 Meta confocal laser-scanning microscope (Carl Zeiss, Jena, Germany) with a 63X oil immersion objective. The images were analyzed by Zen 2011 software (Carl Zeiss).
Immunofluorescent Histology of the Dermis of Mouse and Human Wounded Skin
Wound Healing and Sample Collection
This is for Figure S2 . Incisional wounding was imposed to C57BL6 mice (11-wk-old, female, Jackson Lab) as we previously described. Briefly, the hair on the dorsal side was removed by Veet depilating cream. Two full-thickness incisions (20 mm length per incision) were made symmetrically across the dorsal midline. Incisions were closed with two sutures (Ethilon 6-0). At 3 days postwounding, the six mice in each group were perfused (5 ml/min, 5 min) via cardiac puncture with PBS -/-(without Ca 2+ and magnesium) under anesthesia, were then euthanized and the skin around the incision (15 mm rim, or equivalent area for sham) was collected. The protocol (IRB #7636) for collecting discarded skin wound tissue during surgery or debridement for human wound healing was approved by the Institutional Review Board of the Louisiana State University Health Sciences Center, New Orleans. Skin wound specimens were collected from three non-diabetic patients (one male and two females, 51 to 69 years-old) (Table S1 ).
aR Chiral LC-UV-MS/MS Analysis of Docosanoids Involved in the Biosynthesis of 14S,22-diHDHA (Maresin-L1) and 14R,22-diHDHA (Maresin-L2) in Wounded Skin of Mice
This was conducted as we previously reported (Lu et al., 2010; Tian et al., 2011a, b) . Briefly, docosanoids involved in the biosynthesis were extracted from mouse skin with methanol. The extract was cleaned up with a C18 solid phase extraction cartridge (500 mg), then analyzed using aR chiral LC-UV-MS/MS with an IA column. This is for Figure S2 . 
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